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REMARKS 

The Official Action dated November 18. 2002 a»d the Advisory Acnon dated 
Febr^ary 10. 2003 have been eareWly considered, "me change, presented herewith, taken 
with the followtng remark are beUeved sufficient to place *is application in condidon for 
allowance. Reconsideration is respectfully requested 

By the present amendment, claims 1. 30, 33 and 34 are amended to recite the 
embodiment wherein the second intelligent polyme, component comprises a mixture of 
hydroxyethylcellulose (HEC) and hydroxypropyl memy. cellulose (HPMC). Claim 14 is 
amended to correct a typo^aphical error and claim 25 is amended ,0 depend ftcm Cairn A 
Ve.,on with Marldngs Showing Changes Made is attached. It is believed that these changes 
do no involve any introduction of new matter and do not raise any new issues subsequent to 
final rejeCon. whereby entry of the amentoenu i. believed to be in order and is respectfi^ny 
requested. 

Claims 1-34 were rejected under 35 U.S.C. § 103(a) as being unpatentable over the 
Sangekar et al U.S. Patent 5.000,962 in view of the Stupak et al U.S. Patent 5,162,117. The 
Examiner stated that Sangekar discloses a fonnulation comprising a swellable polymer that 
may include HPMC, HPC, HMC, HEC and HPC which can be used alone or in combinahon, 
retet^eing column 2. Unes 57-61 . The Examiner also stated that Sangekar teaches the 
presence of abinder in the composition that may be ethylcellulose at column 3, lines 51-55, 
and inclusion of excipients and lubHcants. The Exammer thus concluded that this reference 
teaches the combination of HPMC and HEC and further in combination witt. EC for the 
creation of a long acting pharmaceutical fomiulation. 
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This rejection .s traversed and reconsideration is respectfully requested. The 
combination of the teachings of these two cited references does not suggest the presently 
claimed invention, or the improvements thereof. 

AS defined by present claims 1. 14, 19. 23, 30, 33 and 34, the invention is directed to 
controlled release pharmaceutical composUions and methods for their preparation, which 

employ, inter alia, at least one phannaceutically a.:tiva substance, a first intelligent polymer 
component, and a second intelligent polymer component comprising amixhxre of 
hydroxyethylcellulose (HEC) and hydroxypropyl methyl cellulose (HPMC). According to 
claims 14. 19, 23, 30 and 34, the first intelligent polymer component comprises ethylcellulose 
(EC). Applicants previously provided detailed scientific showings in declaration form to 
establish that one cannot simply "mix and match" or "substitute" polymers since different 
dissolution profiles wxU result, whereby individual polymers axe not interchangeable. Tl.e 
Examiner's attention is again directed to the showiags in the Declaration which demonstrate 
the nonobviousness of the presently claimed compositions. 

Sangekar is directed to a tablet composition comprising diltiazem and aswellable 
hydrophiHc polymer. As taught specifically in column 2, lines 57-6), examples of the 
swellable hydrophiUic polymers include: "hydroxypropylmethyl cellulose; 
hydroxypropylcellulose; methylcellulose; hydrox^^iethylcellulose; hydroxyethylcellulose; 
hydroxypropylcellulose, which can be used alone or in combination; carboxymethyl cellulose 
and the sodium salt thereof, which can be used alone or in combination; and other 
hydrocolloids, such as acacia and guar gum. The preferred swellable hydrophilUc poller is 
either hydroxypropylmethylcellulose or hydroxyi-ropylcellulose." 

Therefore, thas passage does not teach combining any of the listed polymers. Instead, 
only the hydroxypropylcellulose (HPC) and the carboxymethyl cellulose (CMC) and the 
sodxum salt thereof are taught for use with other polymers. Furthermore, Sangekar does not 
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.each wh« co„Wtio„ would be .ade. Thus. *e orUy hvo polymer. *a, arc taugh. to. 
couldbe combined are HPC and CMC, wtoh are Cataed in any of independent Cain., i. 
,4 , 9, 23, 30, 33 or 34. This passage dees no. teach using a combination of polymer .ha, 
would include HPMC and HEC as presently claimed, pa..icularly with EC. Sange.^ in fac. 
teaches away ftom using a combination of polymers as presently claimed since ^ preferred 
swellable hydrophi.lic polymer is taught in column . to be either HPMC or HPC, and only 

u- Ki^ Mnreover While Sangekar further teaches the use 
HPC and CMC are taught as combinable. Moreover, wmie o^ig 

of a binder that may compri™ HPMC, HPC. CMC, EC and most preferred povidone, this 
.eachmg does no. provide a suggestion for a combinatton wifl. .he polymers disclosed in 
column 2 .o rcsul. in the compositions prescndy claimed. Finally, examples 1-5 of Sangekar 
do no, disclose a combinaUon of any polymer other than HPMC and EC, and AppUcan« find 
no .caching or sugges.ion of fte combination of HliC and HPMC as presenUy claimed, 
particularly with EC. Thus. Sangekar does no. .ea<:h or provide any guidance wi* respec. .o 
malong any combination of polymers as presently claimed, and as such, canno. render *e 

present claims obvious. 

Stupak is relied upon for teaching of excipiet^ts. Stupak does not. however, suggest 
the combination of polymers as redted in the present independent claims. Therefore, the 
additional teachings of Stupak cannot in combination with Sangekar render obvious the 
invention as recited in the present claims. 

For obviousness to be determined, the (1) claimed invention must be considered as a 
whole; (2) the references must be considered as a whole and must suggest the desirabiUty and 
thus the obviousness of makmg the combination; (3) the references must be viewed without 
the benefit of impermissible hindsight vision afforded by the claimed invention; and (4) 
reasonable expectation of success is the standard with which obviousness is determined. 
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Ncilhcr Sangekar net Stupak suggest .h. co„*inano„ of poIyn.«s daimed. F™4», 
„eim.r referee suggests any dcsirabiUty of ntajcing .he claimed con.bina.ion or provides 

^idane. as .o how to make such co„,hination. The Exandnefs attention is again dra™, 
to the previously filed declaration which disclosed tl,a, different polymers are not readily 

interchangeable. 

view of the above submitted arguments, it is evident that the combination of the 
teachings of the references does not suggest to one skiUed in the art that such speeiflc 
elements of each reference may be combined to provide the presently claimed invention, 
rurthemrore, there is no teachrngs in any of the cited references .h.ch would lead one skilled 
in the art to expect that any such combination of selected teachings would lead to a suecessfcl 
extended release formulation as presently claimed. For these reasons, the presently rejected 
claims cannot be considered to be obvious in view of the combined teachings of .he cited art. 
wherebythe rejccHon under 35 U.S.C.5 103(a) ha., been overcome. Reconsideration is 

respectfully requested. 

It is believed that the above represents a complete response to the rejection under 35 
U.S.C. § 103(a) and places the present application in condition for allowance. 
Reconsideration and an early allowance are requested. 




Holly D. twozlow^ 
Reg. No: 30,468 
Attorney for Applicants 
1900 Chemed Center 
255 .East Fifth Street 
Cincinnati, Ohio 45202 
Tel: (513) 977-8568 
Fax: (513) 977-8141 
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yy^^^^^ ^T^t y viAttKlNGS SHOWING PHANGES MAD E 

Claims 1, 14. 25, 30. 33 and 34 are amended as follows: 

1 , (Fifth Amendment) A controlled release phannaceutical composition 

comprising: 

(a) at least one phannaceutically active substance having a water contact angle 
(9) such that cos 9 is between +0.9848 and -0.9848; 

(b) a first intelligent polymer component; and 

(c) a second intelligent polymer component having opposite wettability 
characteristics to said first intelligent polymer component, sa,d second intelligent polymer 
component comprising [hydroxyethylcellulose or] a mixture of hydroxyethylcellulose and 
hydroxypropyl methyl cellulose, the first and second polymer components being present in a 
ratio in the range of about 1:100 to about 100:1 by weight, 

wherein said first and second polymer components are effective for providing 
controlled sustained release of said pharmaceutically active substance from said composition 
for up to at least 20 hours. 

1 4. (Amended) A controlled release pharmaceutical composition comprising: 

(a) from about 0.5% to about 70% by weight of a phannaceutically active 
substance havmg a water contact angle (G) such that cos 9 is between +0.9848 and -0.9848; 

(b) not less than about 5% by weight erhylcellulose; 

(c) about 1:100 to 100:1 [hydroxycellulose] h^rnxyethylcellulose and 
hydroxypropyl methyl cellulose by weight; 

(d) about 0.25% to 5% excipients; and 

(e) about 0, 5% to 1 5% surface active agents. 
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25. (Amended) ThecomfiQsitionof^ [A process for preparing] 

a "stealth" encasement[, said] forjB,^ P^cess comprising preparing a first solution of 
methacrylic acid copolyxner type A and/or type B in ethanol, preparing a second solution of 
PEG 600 in water, adding talc, pigment and titanium dioxide to the first solution and then 
incorporating the second solution and mixing vigorously under h.gh shear mixing conditions. 



30. 



(Fourth Amendment) A controlled release pharmaceutical composition 



comprising: 

(a) at least one phaimaceutically active substance having a water contact angle 
(0) such that cos B is between 40.9848 and -0.9848; 

(b) a first intelUgent polymer component comprising ethylcellulose 

(c) a second intelligent polymer component having opposite wettability 
characteristics to said first intelligent polymer comporient, said second intelligent polymer 
component comprising [hydroxyethylccllulosc. or hydroxypropyl methyl cellulose, or] a 
mixture of hydroxyethylcellulose and hydroxypropyl methyl cellulose, the first and second 
polymer components being present m a ratio in the range of about 1 :100 to about 1 00: 1 by 
weight, 

wherein said first and second polymer components are effective for providing 
controlled sustained release of said pharmaceutically active substance from said composition 

for up to at least 20 hours; and 

wherein components (a), (b) and (c) are foTmulated as a homogeneous matrix and said 

composition has a moisture content of less than 3%. 

33. (Amended) A controlled release pliarmaceutical composition comprising: 
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(a) at least one pharmaceutically active substance having a water contact angle 
(9) sach that cos G is between +0.9848 and -0.9848; 

(b) a first intelligent polymer component,, and 

(c) a second intelligent polymer compon.mt having opposite wettability 
characteristics to said first intelligent polymer component, said second intelligent polymer 
component comprising [hydroxyethylcellulose or] a mixture of hydroxyethylcellulose and 
hydroxypropyl methyl cellulose, the first and second polymer components being present in a 
ratio in the range of about 1 :100 to about 100:1 by v/cight. 

wherein said first and second polymer components are effective for providing 
controlled sustained release of said pharmaceutically active substance from said composition. 

34. (Amended) A controlled release phctrmaceutical composition comprising: 

(a) at least one pharmaceutically active substance having a water contact angle 
(6) such that cos 9 is between +0.9848 and -0.9848 ; 

(b) a first intelligent polymer component comprising ethylcellulose 

(c) a second intelligent polymer component having opposite wettability 
characteristics to said first intelligent polymer component, said second intelligem polymer 
component comprising [hydroxyethylcellulose, or hydroxypropyl methyl cellulose, or] a 
mixture of hydroxyethylcellulose and hydroxypropyl methyl cellulose, the first and second 
polymer components being present in a ratio in the range of about 1:100 to about 100:1 by 
weight, 

wherein said first and second polymer components are effective for providing 
controlled sustained release of said pharmaceutically active substance from said composition; 
and 
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wherein components (a), (b) and (c) are formulated as a homogeneous matrix and said 
composition has a moisture content of less than 3%. 
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